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= (54) Title: METHOD OF MEASURING BINDING SITE ON PLASMA PROTEIN OF PLASMA PROTEIN-BINDINO DRUG 
= AND METHOD OF MEASURING PLASMA FRGTEINMUTAnON 

^ (54) |£W<0««;: ai1fta)Jlli!RSfi«^lcfcMt^ih«gea±©e^Si5ti<DiJSa&u:ilii«S6a««©a!Sa 

^ (57) Abstract: A method for convMiiently measuring the plasma protein-binding site of a drug having a binding afBnity for plasma 
O protein and the effect of the binding sabsdtotion thereof, and application of the same to clinical diagnosis. That is to say, it is intended 
g to provide a method which comprises reacting a first drug, the binding site of which on plasma protein is to be measured, with a 
Tt ^'^""^ ^8- ^ binding site of which on plasma protein is already known, and plasma protein and then measuring a change in the 
O release ratio of the first drag due to the binding of the second drug to plasma protdn to thereby measure the binding site of the first 
^ drag on the plasma protein. 
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^*^=itr»Lfc^>©§rffiV^^o *fc:. m^^^^c^:i±|B4M;&S-^*i^60T• 
^^'>^^lx-s/3i/;«;t>>^ (TP;(;MLSC-5 1 0 0) iJl^Bxi. ^—V^ 

(Tn;&|^ARC-3 8 0) ^>^fflU ^^"'Tci^^Sj 

mt}nmf-'^'^c\zM-f^ymz.ii^^m^m.\.frLo^-^. BCL. IPF. 

P P LROT PMm*P^Oiigt^i:^<b^S:*i?>fc„ j^:^^^4 iJi^fo 
^4|j:^^L:/hii«3^ fc hjktti l^:*3V^T. H s A(Di^'f h u^ij^-g-t-^ b c L 

PF<^«jT?tt. HSAof-^r f I nr^'a-r5^^c-Dzp:s:rj5^2 5 

I - I M P Jeig^^^idJ^a?) b tLfco AGP tcj^-^fdli^^fr 5 PPL 
&tJ«V PM©^^;!Wl^^::fev^T^ 1^ C^-^lfR-ffeSr^l"^ H- P P L:Rt>*^ ^ ^ I - I 

MP^«^Ci^V^tim3gI^^^tfCo ioT. *4:^SI^^aiJ;tjfe-r1>. ^DL^ 
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^4 ^^mmm(oMmm^^^^\z.Mir^^^^m^mm^mm<Dmmi^ 



^^^^^^^^ m^mm 




^^C-DZP 




^^^I-IMP 


HSA 


HSA 


AGP 

:BLm 


HSA 

xmcp 






m- (%) 


21.07 


1.50 


9. 00 


23. 40 


BCL 


HSAf-^ h I 


mm (%) 


25. 14 


1.50 


9.00 


23. 75 


mm m 


1. 19 


1. 01 


1.00 


1. 02 


IPF 


HSA1^-r h n 


(%) 


23. 19 


2. 30 


9. 90 


26. 33 


mm m) 


1.10 


1.55 


1.09 


1.13 


PPL 


AGP1^'1' hk 
Rt/f-^ hB 


imm (%) 


22. 70 


1.60 


29. 30 


30. 60 


mm m 


1.08 


1.05 


3. 24 


1.31 


VPM 


AGP1^-r hB 


mm- (%) 


20. 58 


1.20 


27. 80 


31.34 


mm m 


0. 98 


0. 80 


3.08 


1.34 



10 

^^si^&srfflv^T. WOO 0/7 8 3 5 2^mxm\fhf\.x\,^^^~<omm 

15 y;^n-7^>:^v (ETM) , #®2 O O 2-2 6 ? O l O-^T-^Jf bi^TV^5T 

n^twm^^^mi\^f^. r^y^ttrft, vvfvyriy (xrp) , n 

-T^^^VVVzfYyT^ (NAT) , Ty^:/ (Ala) . T^/-?7=^i^^ 
(A s p) 5.tJ«fc KD^i^73::=:/W:J'y J/y (HPG) (#^®^^^ : 4 0 0 m 
20 M) T5/^«iim::i*:?^PX75yi 2X (PTA) (^i^ji^ : 1/10 



wo 2004/040309 PCT/JP2003/013572 

19 

0) irskmmmi^mivtc, 

jkm\a% ^n^xB^<osssLm:d>b^mLfcikm :hsa=5. 

0 7g/dL, AGP=7 2. Omg/dL) RUlfim<0}i h^—Jl^MM 
=eyU:tmh ot. No. 13768: HSA=4. 4 0 g/dL, AGP=7 

(pH=7. 4) X-^MhXm\f^fc„ =^>hx:i—/Pm^tl.Xit. 

10 fes^s. «y^ife©Mm (^6) AGPiz.^^mfo^^^-rm!^KM\.xm 

T^/mRXJ^r^>fm$mKmVX\i3:. Tr pttHSA©f->i' h I \z.imi^^ 

AG p \zmm\^m-r^mm\cM Lxmwm^mmxh^^ ttmh td^k/j^ 

15 ofe (^5) o HSAOf-^ M lSt;?AGPM#t2:i^fpft^|r^§||<^ 

{;i*fLT%^?a^j;gifem^a;LT#<ri::6S?ii^$tbfc (1^5) o T r p 

(DBi^^T'fc^NAT}:iHSA©f-^ h 1 1 \zimim^^'r^mm\^n\.x^ 

^$^5^:^^^Lfco A s pttHS AOf-^ M , f--< M I Jj:^fp<4^:t-f- 
20 ^m^{-*fLTfi:tM^<^gm^m<^^$^^V^;5S, AG P Je:MfP<4^^-t--5m^^JC 
^ \^X}it^WJ:M.^^Xh t) X h -^^'yl^T'H S A©i^^ h I I RXJ^AG P p# 

t.o t^^y e^i^©fl^#:-efeSHPG«HSAOf--r M I3?:{^AGPIC 

mmmitHSA(D-^4 m. m i , AGPv>-f^i{-*>gife^:^^^u en 
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mmmo 






^H-PPL 


^^^I-IMP 


fro A 

HSA 
1r-f h I 


HSA 


AGP 
i^-f hA 

Rm 


HSA 
RX/AGP 


=iyhx:i-j\.mm (%) 


21.07 


1.50 


9.00 


23.40 


Trp 


mmm (%) 


22.28 


3. 50 


18.40 


32.59 


mtm m 


1.06 


2. 36 


2.03 


1.39 


Ala 


mmm (%) 


22. 03 


1.40 


13. 50 


27. 57 


mm m 


1.05 


0. 98 


1.49 


1.18 


Asp 


mmm (%) 


21.69 


1.40 


18. 00 


29. 47 


mm m 


1.03 


.0. 92 


1.99 


1.26 


PTA 


(%) 


23. 20 


2. 30 


14. 20 


32.08 


^^k^ (^) 


1.10 


1. 54 1 1. 57 


1. 37 



^6 t h-^-^]^JkmKisiit^^m.^^(D}kmm&M^^^mLtMM^^ 
6 2i^m^mM 





^*C-WRS 


^^DZP 


^-PPL 


VVPM 


HSA 


HSA 

i^-r bn 


AGP 
f-'Y hA 


AGP 




0. 90 


2.54 


12. 34 


33. 98 


ETM 


mmm (%) 


0. 88 


2. 67 


23. 79 


54. 78 


mm m 


0. 99 


1.04 


1.93 


1.61 


Trp 


mmm (%) 


0. 98 


5. 71 


12.47 


31.78 




1.08 


2, 25 


■ 1.01 


0. 94 


NAT 


mi^ (%) 


0. 97 


3. 08 


11. 54 


34. 19 


mm OB) 


1.07 


1.21 


0. 94 


1.01 


HPG 


imm (%) 


0. 90 


2. 39 


10.68 


34.74 


mim (fgf) 


1.00 


0.94 


0.87 


1. 02 
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2 :HSA=4. 88g/dL, AGP=38. Omg/dL) (DHSAmm^ 
5 0 0iiM\Z.fj:^Xv\^l/15M])>mmmm (pH=7. 4) X'^^LXM 

^ h nJl^-^i-^l/an— A (BCD ^ HSA(Z)f->f M nc^^-f-^-Y 3/7" 
n7:xi^ (I PF) . AGP©i?--r hA:R.XJ^-t^ hBOmi^K^^ir^^zTn^y 
/n-yv (PPL) MtKfJ:AGP©^|cf--r hBlCj^-^f (vp 

M) {^^^m : 4 0 0 mm) ^fflv^, AGP (D^m^m't^mmm^(Di;^^ 

>- (Trp) , Ty=^y (Ala) ^t/T ^^^^ (Asp) {^nm.t^ 
^:400mM) T^/^iii^tJ:tt7'nxT^>'l 2X (PTA) i^mM 
15 ^: 1/10 0) SrJfiL^S^?gtJ:«iU ^Ertte>©jfiLiBIS&^^iSP&i:e^^:^ 

k bJfil^2f:i^«^iDii^^fi^-aH4j{i^bAGP;&S^a{^TfcS^#;tbtlTV^ 
5jfemT-feS„ ^7le:*3V>T'fe. AGPtJl^-a^fqttSr^-rSPPLRl/tVPM 

©^p^^:*5v^T. 1^ ^ H- p p L omm^^itmmM 2 1?^ 

^-^1-5 I PF(^^APT*}t. HSAO-f^ b I I {J:^'g'-r-5^^C-DZP{C^ 

25 tfii:>hmm^mm^m^^Lito t.ft, ^tihoHSAKt^-mmm^ 

^-t^BCLRXJ^l PF©^D^^:*5V^T. AGPfei^-a-^^-t-^H-P P L^t;^ 

^ ^ ^ I - 1 MP i ©/^-g^;6Si^:?joLyco ^(DXo ^^mmmi^mMm^mm 
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5 MUStiWlilFM^^i-sjm^-dm^y^ M^x, wo 00/7835 2^nxmif 

#®2 002-26701 o-^mmmxmifbnx\i^:5>T^ymRxj^T^ywm 
;4^,fe;is^;5.5 0 o m i.(omim\z.^ 'o^x<o^i^fmm^\^^\^xn 

15 t hjk?t2 



^^^^ ^^4^ 


^°'Tc04- 




^-PPL 


^^^I-IMP 


HSA 

f-^r h I 


HSA 


AGP 

"San 


HSA 

:S:mGP 






W (%) 


21.08 


1.80 


21.40 


27.23 


Ba 


V&kt^ h I 


(%) 


27. 42 


1.90 


18. 40 


25. 72 




1.30 


1.07 


0. 86 


0. 94 


IPF 


HSAi^-r h n 


iSil* (%) 


25. 28 


3. 10 


11.20 


24. 10 




1.20 


1.77 


0. 52 


0. 89 


PPL 


AGP1^>r hA 


lim^ (%) 


17. 23 


2. 30 


38. 70 


27. 85 


(^») 


0. 82 


1.32 


1.81 


1.02 


VPM 


AGPf-'f KB 


(%) 


20.42 


1.90 


34. 80 


30. 52 


S^ik^ (^) 


0.97 


1.08 


1.63 1 


1.12 
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^ 8 4mmmf^mm::i:h^u^m(0]kmMBW^^^ittnm}3k : 





TCO4 


14 

C-DZP 


0 

"*H-PPL 


^^I-IMP 


HSA 


HSA 
/I p 11 


AGP 


HSA 
St^^AGP 




Mm (%) 


21.08 


1.80 


21.40 


27. 23 


Trp 


(%) 


22. 66 


3. 50 


13. 10 


30.42 




1. 07 


2. 00 


0. 61 


1.12 


Ala 


mm^ (%) 


22. 55 


1.50 


13. 20 


26. 57 




1.07 


0. 84 


0.62 


0. 98 


Asp 


iilH^ (%) 


19. 17 


1.70 


12. 90 


26. 75 


(^1) 


0. 91 


0. 99 


0. 60 


0. 98 


PTA 


iffit^ (%) 


47. 98 


6.20 


19.10 


14. 41 




2. 28 1 3. 49 


0. 89 


0.53 
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9 . mi(om:^<ommtK ^-x\mfii^m'M.xm^^fix\^^mim 

1 0. wk<om:i(DmiiiK ^^^fa^-m'mnxmm.^fixm . 
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